Abstract
Introduction
Anemia is a significant disease in older men and women [1] , and anemia and a low hemoglobin level have been independently and strongly associated with an increased risk of mortality in older people [1] [2] [3] . Anemia can occur for several reasons, including iron deficiency, renal disease, folate deficiency, nutritional deficiencies, and unexplained reasons [4] . The hemoglobin level is associated with aging because of its effects on the serum erythropoietin level and hematopoietic cell numbers [1, 5, 6] and obesity [1, 3, 4, [7] [8] [9] [10] [11] [12] . Generally, the risk of iron deficiency anemia is higher in women than in men because of menstruation and other life stages in females [7, 13] . Additionally, the prevalence of anemia due to iron deficiency or low hemoglobin differs among different ethnic groups [8, 14] . For example, the risk of iron deficiency anemia is higher in Mexican-American women than in non-Hispanic white women [8] .
Many studies conducted to date have focused on the association of the hemoglobin level with body mass index (BMI) or obesity. Several studies have suggested that anemia and the hemoglobin level are related to an increased BMI, a low activity level, an increased age, a low albumin level, a high creatinine level, stroke, gastric ulcers, low triglycerides, and malignant disease [1] [2] [3] [4] [7] [8] [9] [10] [11] [12] . For example, Izaks and colleagues [2] examined the relationship between mortality risk and anemia; this group used the World Health Organization (WHO) definition for older people. They demonstrated that anemia was associated with an increased mortality risk and that subjects with anemia had a high mortality rate in association with high rates of malignant disease and infection. However, although several studies have reported that a low hemoglobin level is strongly associated with obesity, almost all of these studies have focused only on the relationship between anemia and BMI, and prediction of the hemoglobin level using both individual and combined anthropometric indices has not yet been assessed.
Several recent studies have indicated the practical significance and/or utility of anthropometric indices, such as the waist circumference (WC), waist-to-hip ratio (WHR), and waist-toheight ratio (WHtR), in predicting the hemoglobin level in patients with different diseases [15] [16] [17] [18] . Therefore, we hypothesized that anthropometric measurements other than weight and BMI may be potential indicators for predicting the hemoglobin level and that assessment of a combination of these measurements may provide enhanced predictive power with respect to the hemoglobin level. Thus, the present study aimed to address the following questions. Besides weight and BMI, which are well known to be associated with anemia, are any other specific anthropometric indices strongly associated with the hemoglobin level and anemia? If we identify additional anthropometric indices that are associated with anemia, then how accurately can we predict the hemoglobin level using a combination of these indices? Although several studies have suggested that anemia is associated with weight, BMI, the albumin and creatinine levels, and age, no study has examined whether the hemoglobin level can be predicted using a combination of various anthropometric indices, and no study has assessed the associations between the hemoglobin level and specific and diverse anthropometric indices.
The objectives of the present study were to examine the associations between the hemoglobin level and various anthropometric indices and to predict low and normal hemoglobin levels using combined indices. Furthermore, we examined differences in the hemoglobin level and anthropometric indices between Korean men and women. To our knowledge, this is the first report of associations between the hemoglobin level and anthropometric indices that includes a comparison of the predictive powers of individual and combined indices.
Materials and Methods Subjects
A total of 7,156 subjects (4,073 women and 3,083 men) ranging in age from 53-90 years participated in this retrospective cross-sectional study. The subjects were recruited from several hospitals in Anseong, Ansan and other cities (27 urban 
Measurements and definitions
Blood samples were obtained from all subjects after an 8-hour fast by well-trained clinicians based on standardized protocols, and the hemoglobin levels were measured in all samples to detect the presence of anemia (ADVIA1800, Siemens, USA).
We obtained basic information, including gender, age, education level, and job status, by administering a questionnaire to the subjects. Based on standardized protocols, anthropometric indices, including weight, height, forehead, neck, axillary, chest, rib, pelvic, and hip circumferences and WC, were measured to the nearest 0.1 cm or 0.1 kg with the subject wearing lightweight clothing and no shoes. Non-elastic tape and equipment were used (LG-150; G Tech International Co., Ltd., Uijeongbu, Republic of Korea). We calculated BMI and the ratios between pairs of circumferences because these measurements have been used in many medical and epidemiological studies. The exact positions for the measurements of the human body and various indices used to calculate ratios are described in the references [19] [20] [21] [22] . All of the indices assessed in this study are listed and briefly described in Table 1 .
Anemia was defined as a hemoglobin level of less than 12 g/dL for women and less than 13 g/dL for men (WHO, 1968) ; these diagnostic criteria for anemia have been used in many studies [1, 4, 5, 23] . Thus, male and female subjects meeting these WHO criteria were included in the anemia group.
Statistical analysis
For statistical analysis, binary logistic regression (LR) was performed using SPSS 19 for Windows (SPSS Inc., Chicago, IL, USA) to identify significant differences between the normal hemoglobin group (1) and low hemoglobin group (0) after standardized transformation was applied to both the male and female data sets. For evaluation of odds ratios (ORs) and comparison of predictive power, standardization was applied to the age variable and all anthropometric indices. LR and naïve Bayes (NB) were applied using the Waikato Environment for Knowledge Analysis (WEKA) data mining tool [24] to assess the power of individual anthropometric indices to predict normal and low hemoglobin levels to obtain more reliable results.
For variable subset selection in the use of combined anthropometric indices, wrapper-based variable selection with a greedy stepwise search (forward) based on LR and NB was used to identify the optimal variable subsets, reduce the complexity of the model, and increase the predictive power. Wrapper-based variable selection methods [17, 25, 26] are powerful methods used to solve the problem of variable subset selection. These methods use the machine learning Diastolic blood pressure ‡ p < 0.0001 † and p < 0.01 indicate a significant difference between the men and women. The gender differences calculated using the independent twosample t-test were determined using non-transformed data.
doi:10.1371/journal.pone.0165622.t001 algorithm as a black box (induction algorithm) to evaluate subsets of variables according to predictive power and to detect the best subset. In other words, detailed information regarding the induction algorithm is not considered because it is only an interface. Searches performed using wrapper-based variable selection included 4 components: a state space, search method (i.e., best-first search or hill-climbing), initial state (i.e., forward selection or backward elimination), and termination condition. A state in the search space indicates a variable subset, and single variables were added or deleted by an operator. The termination condition is dependent on the search method used. The variable subset with the strongest predictive power in evaluation was selected as the final subset on which to run the induction algorithm [26] .
Two prediction methods were used for each gender: the NB-Wrapper method (naïve Bayes with wrapper-based variable selection) and the LR-Wrapper method (logistic regression with wrapper-based variable selection). We utilized 10-fold cross-validation for validation of the models with individual and combined indices. We used the area under the receiver operating characteristic curve (AUC) as the main criterion in the comparison of predictive power because this value is generally applied to evaluate the predictive power of classifications or indices in medicine and biology. Additionally, we documented detailed results for each predictive model, including the sensitivity, 1-specificity, precision, and F-measure.
Results

Associations between the hemoglobin level and anthropometric indices
In the present study, the numbers of normal and anemic subjects based on their hemoglobin levels were 2,828 and 255 for men, respectively, and 3,469 and 604 for women, respectively. With regard to anthropometric indices, the predictive power of 27 variables for anemia was assessed, and all of them except for age showed significant differences between men and women. In addition, many of the variables exhibited significant differences between the normal and anemic groups in both men and women. Tables 2 and 3 Analysis of gender differences revealed that age was the strongest indicator of anemia and that weight and BMI were the best anthropometric predictors in both men and women. However, the significance of the differences and predictive powers of all of the variables were greater in men than in women.
Comparison of the predictive powers of the combined anthropometric indices Table 4 presents the results of the prediction models constructed using combined anthropometric indices based on the NB-Wrapper and LR-Wrapper methods. The AUC values for the NB-Wrapper and LR-Wrapper methods were 0.734 and 0.723, respectively, for men and 0.649 and 0.652, respectively, for women. Compared with the AUC values for weight, which was the best individual indicator of anemia for both the men and women, the AUC values for the combined indices revealed slight increases of 0.073 and 0.06 for the NB-Wrapper and LR-Wrapper methods, respectively, for men and 0.052 and 0.055, respectively, for women. Table 5 lists the indices selected by wrapper-based variable subset selection for each model. For example, the model created using the NB-Wrapper method for men included anthropometric indices such as BMI, age, axillary-to-pelvic circumference ratio (Axillary_Pelvic), neck-to-waist circumference ratio (Neck_Waist), and axillary-to-rib circumference ratio (Axillary_Rib). The results indicated that although BMI and weight were the best predictors of anemia, the use of combined indices could improve the predictive power of the model. In detailed performance analysis, groups with relatively large numbers of subjects had better predictive powers than those with relatively few subjects because the class imbalance problem occurred in all of the models. For example, for men, the sensitivities of the NB-Wrapper method were 0.987 and 0.047 in the normal and anemic groups, respectively, whereas the 1-specificity values were 0.953 and 0.013, respectively. The main reasons for this problem were the low prevalence of subjects with a low hemoglobin level and the fact that most of the classification algorithms were designed for performing calculations for groups with similar sample sizes [19] [20] [21] [27] [28] [29] . The class imbalance problem may be solved using under-and over-sampling or synthetic sampling techniques, but the use of such sampling techniques may lead to a loss of data, such as the prevalence in the original data set. Therefore, we used the original data set to more accurately reflect the characteristics of the medical data. 
Discussion
In this study, we examined the associations between various anthropometric indices and the hemoglobin level, as well as the predictive powers of individual and combined indices, using a computational approach in Korean men and women. Previous studies have indicated the practical significance and/or utility of anthropometric indices such as the WC, WHR, and WHtR in predicting the hemoglobin level in patients with different diseases [15] [16] [17] [18] . For instance, Odagiri et al. [15] assessed the associations among the WHtR, hemoglobin level, and chronic kidney disease. They reported significant associations between the WHtR and the hemoglobin level, BP, HDL cholesterol, LDL cholesterol, and hematocrit and identified significant positive associations between quartiles of the WHtR and the hemoglobin, hemoglobin A1c, and fasting plasma glucose levels, BP, and hematocrit. In addition, this group reported that anemia was likely predictive of the progression of chronic kidney disease because a low hemoglobin level can exacerbate hypoxia. Further, they demonstrated that the WHtR was an independent predictor of chronic kidney disease. Vuong et al. [16] have reported that WC is a strong indicator of hematological parameters such as the hemoglobin level, red blood cell count, mean cell hemoglobin, and iron level and that BMI exhibits weaknesses in terms of patient and physician understanding. They documented positive correlations between WC and the hemoglobin level, hematocrit, and red blood cell count; in addition, they found that an increased hemoglobin level was associated with increased risks of ischemic stroke and chronic hypoxia. Furthermore, this group revealed that the hemoglobin levels in a red blood cell and in a volume of packed red blood cells decrease with increasing WC. Further, Al-Hashem et al. [17] assessed the practical significance of the associations between BMI and the hemoglobin level and between WC and the hemoglobin level for diagnosing anemia and found that the mean hemoglobin level was highly positively and significantly associated with WC but that it was not significantly associated with BMI. This group indicated that WC should be used instead of BMI to predict the hemoglobin level and to screen for anemia based on this level. Moreover, Lee et al. [18] measured the hemoglobin concentrations in high school students (99 males and 116 females) and found that nearly half of them had anemia. Furthermore, these authors argued that the hemoglobin concentration was more strongly positively correlated with height and the WHR than with weight and BMI. However, in our study, the associations of the hemoglobin level with WC and the WHtR were lower than those of the hemoglobin level with BMI and weight, in contrast with previous studies. Several studies have investigated the associations of anemia with gender and age. Neymotin and colleagues [7] and Takeda and colleagues [13] have reported that the risk of iron deficiency anemia is higher in women than in men because of menstruation and other life stages in females. Conversely, Timiras and colleague [30] have reported that the prevalence of anemia is higher in men than in women between the ages of 60 and 96 years. Further, Guralnik and colleagues [14] have reported that the prevalence of anemia is much lower in men than in women who are middle aged or younger (less than 49 years) but that this prevalence is much higher in men than in women of older ages (75 years and older). The authors indicated that their findings may have been attributed to differences in the anemia criteria recommended by the WHO for women (12 g/dL) and men (13 g/dL). Using the same criteria for both men and women, they found that the prevalence of anemia in women aged 65 years and older was higher than that in men of the same age. Notably, increased age has been reported to be a major risk factor for anemia [1, 4] . Timiras and colleagues [30] demonstrated that the hemoglobin levels in healthy elderly subjects with an average age of 70 years did not change substantially with increasing age, in contrast with the levels in men over the age of 85 years. However, Salive and colleagues [31] have reported that anemia and the hemoglobin level are strongly associated with the aging process, indicating that the association between the hemoglobin level and aging is stronger in men than in women. In addition, Guralnik and colleagues [14] have demonstrated that the prevalence of anemia is significantly increased with increasing age in both men and women. Our results are in agreement with those of previous studies [1, 4, 14, 31] . Our data indicated that age was the most strongly associated with the hemoglobin level in both men and women and that this association was higher in men than in women. Furthermore, the associations between the anthropometric indices and the hemoglobin level were lower in women than in men.
Although previous studies have revealed several associations between other diseases and ratio indices, such as the WHR and WHtR, which are commonly used in epidemiology and medicine and are closely associated with hypertension [20] , hypertriglyceridemia [21, 32] , hyper-HDL and LDL cholesterolemia [33, 34] , and type 2 diabetes [19, 35] , in this investigation, the ratio indices were not as useful as BMI and weight for predicting the hemoglobin level or anemia. In our study, we found that the ratio indices and WC exhibited weaker predictive powers for anemia than weight and BMI in both men and women.
The association between obesity and anemia has been studied in several countries [1] [2] [3] [4] [7] [8] [9] [10] [11] [12] . In the US [3, 4, 7, 8, 10] , Zakai and colleagues [3] have reported that a low BMI, low activity level, and diseases such as frailty, congestive heart failure, and stroke are the best predictors of a low hemoglobin level. Further, Semba and colleagues [4] reported no or a weak association between BMI and anemia but that subjects with anemia due to renal disease comprised the largest percentage of those with a low BMI. Additionally, Ausk and colleagues [10] reported that obese and overweight subjects were less likely to be anemic than normal subjects but that an increased BMI was not associated with anemia related to chronic inflammation. In Italy, Cesari and colleagues [1] observed that anemic subjects were older and had lower BMIs and educational levels, fewer strokes and gastric ulcers, and increased serum creatinine levels. They also observed decreased triglyceride levels, total cholesterol levels, and albumin levels among the anemic subjects. In China, Qin and colleagues [11] observed that females with abdominal obesity were less likely than those with normal weight to have a low hemoglobin level; they also found that obese females with a high BMI had a higher hemoglobin level than underweight, normal and overweight females. In Mexico, Cepeda-Lopez and colleagues [12] reported that the risk of iron deficiency was higher in obese females and children than in normal subjects under similar conditions with similar dietary iron intake. This group indicated that obesityrelated inflammation and dietary iron absorption most likely led to the increased risk of iron deficiency. In Korea, Choi and colleagues [9] conducted a prospective study to examine the clinical characteristics of anemia in older Koreans and reported that the independent risk factors included an older age, a low BMI, a low albumin level, a higher creatinine level, and the female gender. Our results are consistent with those of previous studies [1, 3, 4, 9, 11] . In our study, BMI was determined to be one of the best predictors of low and normal hemoglobin levels.
Several previous studies [1, 3, 9, 11] have suggested that weight and BMI are strongly associated with the hemoglobin level and anemia. Although we did not identify any anthropometric indices that were better predictors of the hemoglobin level than weight and BMI, our predictive models, which were constructed using a supervised machine learning technique and a combination of various anthropometric indices, slightly increased the predictive power for the hemoglobin level compared with those of weight, BMI, and age, which had the highest individual predictive powers. In epidemiological or large-scale health surveys, identification or prediction of the hemoglobin level using anthropometric indices represents a cost-effective and easy method (non-invasive measurement) compared with blood tests (invasive measurement). Therefore, our methods might enable anemia prediction in remote healthcare or telemedicine.
In conclusion, we did not identify any anthropometric indices, with the exception of age, that were better predictors than weight and BMI for low and normal hemoglobin levels among the various indices studied. Among all of the anthropometric indices, weight and BMI showed the strongest associations with the hemoglobin level and displayed the best predictive powers. Age was the most strongly associated with the hemoglobin level in both men and women, and this association was higher in men than in women. Additionally, the associations between the anthropometric indices and the hemoglobin level were lower in women than in men. Furthermore, the use of combined anthropometric indices improved the predictive power for diagnosing anemia compared with the use of weight or BMI. Due to the cross-sectional design of this study, the causal relationship between the hemoglobin level and BMI or weight could not be assessed. Another limitation of this study was the class imbalance problem caused by the small number of subjects with anemia.
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